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-®%$iP8k — A%m$Lg&&& 25.08, £«$jb#J!fcti£ 
#MA$M&££6 25. 08 ft#$«#jjfli£. 



,02/20603 PCT/CNOl/01120 



(TROPOMODULIN)#&££A^iL3£ + j£3&^, £*Ti£^ 
M^6> feX^fll^^lsi. (FOWLBRVM,1990) 3&£&&i(t*&Aftt£ 

( SUNG LA ET.AL. 1996 ) ftmd&tl 1 * % 

**#**#«6«r*H'(!r-^ 1077BP 359 * 

Jft, 40.6KD, PI** 4. 8. ^JftW-ft^***a 

*. *«®^f*@^> Jta«6#*^A*-fc#-9Q22.2-Q22.3ji. (SUNG 
LA ET.AL, 1992 ) Afcjfc*#*JMt#^*&#4 1 Witt* 

(BABCOCK GG ET. AL, 1994 ) 

ttife&JM&fl&ft. (ANDERSON PA, 1995 ) gA+jfefl 

f^mKwmw^^ cdnass pitt, ^fltA&fMW-f*** 

tt^Mfrifc*. &M«MMA + #/ Ecv304 i&l«,LPS+lft Ecv304 
jE*J**HMHjfe 1024NC, Fibroblast, £-fc®^N&, 1024NT, 



l 
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m& fc 4*Hf-#i*, 1013HT, &m fc **4*H*-*I*. i° 13HC ^ * 
j*«**mb*bj, mi ***** ffl* ^ 

25.08. 

A-f*iJiM*A*/W.*#^*6 25.08 
*^* + -i«$*^X#^^3±a»A«il)I.*^*6 25.08 # 

*J* ******* trAf>«^«6 25.08 

**j*^f« i h ****** dna ***** 



*Jfcfltt-*0tt«fc#**tt*tt*"K — A*JH*#**6 25.08 ft 

*itWW*-^B«**^*«^A*Hl*^*6 25. 08 
*JtW«J5^0W******«*A*^*»**6 25. 08 

^fcfltta-^BttMW^AIUMt**** 25. 08 

******* — AIWW^ 25.08 

***ttJ5-+0tt*I^Ttftf****tt — A**.*#**6 25.08 
tt*$4k<£** *#*J* 

^Atf*-^***^***^****** 6 25 - 08 

JftJI&tSBQ ID NO: 2 



WO 02/20603 PCT/CNOl/01120 

(a) ^^^*SEQ ID No. 2# 1 £*#7Htt£lttt£# : £*; 

(b) ^ (a) 

(c) J£ (a)*(b)W#*^*^JH**E^70%*Htttt## : fi : *. 

*##^*tt#a**aTfttt--*l': (a)** SBQ ID NO: 1 + 
144-830 fa(b)JL#SEQ ID NO: 1 + 1-1161 ^jf^'J . 

*6#ttW4fc**tt>!r*. #&#*l#*&*tt#Jfc. 

*AW«^A-3N , *^Mfe*^A***#^-*6 25. 08 *6^t**** 

***A&tt**i** , 6* : fA|i***«r6 25.08 *&#*0r9l&&*tt 
^Jfc, ***** Jft> #tt**6*#*l*#tfft** 



WO 02/20603 PCT/CN01/01120 

«^»J" A *#S£A*JH.*4M*fc25. 084jr*rt, -*K 

#H*«^A***#^*625. 08W4##*tt*A&****^- 

*H6*«Hfc* #^#tt»&*AAIi/Ki**^*6 25. 08«r^*'644lr#ft 

*W^**AAIIl^*^»*6lt*****iliA*^*#^*6 25.08. 
JittWA*«#**6 25.08 ^^^IWtttt-tlf^-^f' 
A****-«-6 25. 08 ^It^ftA^***^^^- 

* ^^^^## , J^^«/ E ^^^^^^^ TM ** ( Southern # 
**Horthern**#) **-hfl«tt# 3«££«t ^<M*##J& 



WO 02/20603 PCT/CN01/01120 

#fottW£+. fef-tffcll&ttH&W^*. «i£MEGALIGN^# 

(Lasergene software package, DNASTAR, Inc. , Madison Wis. ) . MEG ALIGN 
WprMT^^^"^^Cluster^thtW^^#^^^(Higgins, D. G. fa 

P.M. Sharp (1988) Gene 73: 237-244) , Cluster^^^M®*!*^ W 



# *i a ^ # m b i: n b k ft a * ^ ft * i o o 

^^A^**ft-ff^A+RR*|feft--^^BtRR|**ft 

v 

(Hein J., (1990) Methods in emzumology 183: 625-645) . 

*4ft**£iM*; tjE*#«r«,*ftTir-fe»*l«,*^«lfftft; 

^#^#^^dna^rna^^JS#^^«^^J. 
£ "^X^" S#W*ft«- 

"ttfr" ^ Fa * F(ab') 2 ^Fv, 

"A*fttt#" A»*tt*^f^B:*«lft*ft^^ft#**#^A*l;#-X 
"^&ft n -«###j»jyL , 6**«|5F* (W*. sBSfcg 



WO 02/20603 PCT/CNOl/01120 

*P**0rfl, "^*»A*lt**^*6 25. 08" *#A#*.*Mfr**6 
25.08 ^Ji^^^**^****^. HHlfc&'feM. 

»*t*AA*«#^»*6Jt*ft***ftA*W.*#^*6 25.08. £*Ji 
llstt^llt**^**!!*****-!!*/ 6 ^*— Wit . AMHi*ijr^*6 
25. 08 #^^«Mt«^F^^#r. 

** « m 1 -tf *f ft # & A« /MUt ^25.08, Ji* A SBQ 

ID N0:2]ff^ftft**#*Jftjfttt. **«tt#llt*KA*ft#Jk ^ 

MUM. ★JfeWtt^IttKA*****;*^ **ft*^A«r 
**««fc#A* 25. 08 #44&#£tfl#. *p*£ 

f,jwiN^6 25. 08 *Htt£4to##fe*fctttt*fc. 

(ft&ttAft'frft****) tfjwiftftft**^ 
«,**A*JiW*^*H** , 6*H*f^^*f^*; nil) afc#-tt, 

&#ft#&* «ft#$i^4l»*^A**«***Afl«i^iR 

«BM#7^$ftM . ******** SEQ ID NO: 2 ft 

SB Q ID N0:1 ^ 

*&lfltt££#*A&AI&I&&*tt cDMA ** + £3&tt. '64a 
*tt**#*#*l4Hlt* 1161 144-830 PI 228 *ft 



WO 62/20603 PCT/CNOl/01120 

^jfcWtt**** 1 ^* DNA ^^^^ RNA DM cDNA, g 

5 A$fi*4l. W^IMW^^JIT^ SEQ ID N0:1 Jr*ttM&* 
MM** SEQ ID NO: 2 fe£ SEQ ID N0:1 0f*tt*MK# 

SEQ ID M: 2 %&mJk&J K***#Jft*4M#*l; 

* 50%, . *ifc«^jRi#A*r**frT^*jfew^ 

*^a&^**»iJtT»*^*Jft» ^ 0.2xSSC, 0.1%SDS,60'C;i£(2)££ 
*P50%(v/v)f 0.1%*+jktf/0.1*Ficoll, 42^#; * (3) 

J., ^jfc&tt^tftfdMMtt^JM SE Q 10 N0: 2 M^MI^^*^ 
gfctf-ft-tt-fclfcS^ io 20-30 tt^S> s 

30 50-60 t#*£4> 100 >N*«MJl. WltM^flt^ 

PCR) Krt&*/*frM*A*0.*£^*6 25. 08 
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*jfc«ttt*A*JM#**& 25.08 ^M^MW^JM^t^ 
H.-T-: l)J3$Bt^*Mi& cDNA » ft#$#M^'J » ^ 2) 

*jfc«ftDHA >m/^J«/8T?J#«#: l)A*HaDKA^W*#DNA 
jf ?J ; 2) ft $ £ /ft DNA # ?j ft &##f&# DNA. 

iL^H^^^^t, DNA jfl. DNA /f^fti#H-fc#^$ 

££#iMJft>!f&. ^^f^^^^^cDNA^^'J^^^. #«#MftcDNA 

cDNA *#nRNA ft#& 

&&&#(Qiagene). cDNA US' ft#& (Sambrook, et al. , 

Molecular Cloning, A Laboratory Manual, Cold Spring Harbor Laboratory. 
New York, 1989) . 3£T^#8]lM#J& ft cDNA jU£, *P Clontech ft^M cDNA 

^f«7^/A^* cDNA x# + #2M^ftM. 
fc-f): (l)DNA-DNA A DNA-RNA (2)#^H@^ &ft tfj***^; (3)* 

AA*jiL*ijr^*6 25. 08 (4)*i±fc&#&***&&4*# 

looo-Mfrfrlfcfci*. AAb^ft*#******WW*H*?!l#A 
ft*«-Mfc#**tt dna #*|. *jfc«ftjfeH*J!r*#>i-fti^^**^. 

****** Western WA&*»*(BLISA)#. 

JBL % PCR * * f Jf DNA/RNA ft # & (Saiki, et al. Science 
1985; 230: 1350-1354)«L<fc*«-f«#*itIflft*H. + 
£*ft cDNA ft, TfffcAft^ RACE & (RACE - cDNA *$&i&r^&)> PCR 

ft5l#TT*#*^^ffft*ifcWft##**^^*A*^***' JMTfl* 
m%&&- ^#****i*3i«UI[**^*frttftr*« DNA/RNA ft ft. 

*J:tf*#lllM#*tt*H. tt^Mt dna 
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*f^fc*»&**te*-jt* (Sanger et al. PNAS, 1977, 74: 5463-5467) 

^A^*ifeW ****** 
flAMl.*^** 25. 08 ft^mfeJjHxft^ttttiAnA, WXM* 
IB #r « & «r # * o 

*jfcfl + . IS^AE/M^*^ 25. 08 tt###*#*H^#A£l*fc+> 

W#j*^*'jMt*ffiife#***fctfi*fc. 

T7 (Rosenberg, et al. Gene, 1987, 56: 125); MIL 

##ifflfl& + *&#J pMSXND * (Lee and Nathans, J Bio Chem. 

263: 3521 f 1988)^ftAl8* + *afe«l**-ftttt*#W«*. Ail. *** 

#. 

*«*W**AA*^«^3ttt«f-**^««*A*«I.*4ir^*6 25.08 
^DNA^^>J^^^^f:/^M^#^A^t*.«^^»^tmDNA 

DNA^&jt, (Sambroook, et al. Molecular Cloning, 

a Laboratory Manual, cold Spring Harbor Laboratory. New York, 1989), 
#fd£tt DKA^^I-sr^^Sl^^^+W^i^^^-t* mRNA^^„ 
&££#^ttft*&*lf-*: AJBMfftft lac^ trp^^f-; X#$rftftPL,£ 

%&B%^&%i CMV iRpJ^Jg^* HSV Hf^^f, JfSBftfc 
% SV40 Jl#f:^##J LTRs jfP&fc~&&£ftT«r&$!|£@&IS#&*& 

ft$*ft9l*S. iffl^A DMA *afe«M H^-. ***** 10 *1300 * 
100 SI 270 >M**tfttSV40 £**!|fe#&*#--'Wtt#**S 

*afe**ft**4fi^-^*#^*#tt#iB*H, o<*#fl-f*# 



WO 02/20603 PCT/CNOl/01120 

+ . ***A*J**#<£flr& 25. 08 $#«fM^«««#/ 
x^ft^iifflji. "tiUHA" fr&tflilfe; 

&AISjWP**S2#Sf9; $%}<®Mv CHO, COS ^ Bowes <g- jWiffllfe #. 

/fl*Jt$#Mltt DNA ^M-MtMI DNA #?mfi&«#^ftt±&Jfe*r 

/8*##&*Afc»£###M*;ft$*T. ^i^&^^AJSMftftt' ftfe 

ft* DNA M«i!SM«&£«£«> £ CaCl 2 ^^hS, UNSttjfr* 

&***;fc0fH*». *T#&#ftJUfl M g ci 2 . Mil, ^ft*^***^* 

iaWA*Hl*^^*6 25. 08 (Science, 1984; 224: 1431). 
(l).ffi*Jfc«tt**&A A***#^*6 25.08 

(fcJKitHK &ltfA#. « 
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ft$B. ±.HAA#«JMlF^625. 08«r*3fel|#f#B. Tffl*A*JH.*MMHS- 

&l$«it«-®. 1-**^ 2H»J**Mt 3-PMA+^Ecv304irt^ 4-LPS+ 

tiBcv304&Jfe*MgJ|L 5-jE*J**f*MB*1024HC. 6-Flhroblast, 4-ftB**J*, 
1024NT, 7-tefcj&fcik-fc0f-#J*» 1013HT, S-^^^fc^jfl 0 
1013HC, 9-#Jttft*&£BifeBJ, 10-j»|ft*** H-J»Afc** 13-ff** 
Mfa 14-J&&. 15-#Jtt, 16-trt«U*. 17-$J»ft*. 18#n*. 

H2*^*^A*JR^^625. 08»*Pf#W*Jftlfc*B (SDS-PAGE) . 

Sa«brook#A. (New York: Cold 

Spring Harbor Laboratory Press, 1989) +0f ^^HW^rt^f 

A*«I.*il^flr6 25. 08 ft^H: 
^^*#,*«L/^/i 1 «r-^**3JtAI&#ARNA. ^Quik mRNA Isolation Kit 
(Qiegene ^fflj** ) ^RNA + ^^poly (A) mRNA. 2ug poly (A) mRNA£i£#^ 
^^cDNA.^SmartcDNA^|^^J^:(^iClontech)#cDNA^^^MAS!|pBSK(+) 

t*(Clontocli4Sf|j fc *)«|#*lrtfcA-t. #4fcDH5o, «$$cDNAX#. ^Dye 
terminate cycle reaction sequencing kit (Perkin-Blmer^fl/* ft) faABI 377 
|^^^(Perkin-Elmer^^)3!!l^^^5'^3'^^^. ttfcfcttcDNA 
#^fi#tt&#mw#a##£ (Genebank) + 
0631b05^cDMA^^^frWDKA. *° m ft 
tk&ftXLtoM%. 0631b05^ir^f^^cDNA^1161bp(^SeqIDNO:l 

M*) . JHLfl44bp£830bp*->h687bp«|ff*W*«* (ORF) , ft*-**** 
*6*t (^PSeq ID NO:20r*) . afflfcjfefcHHM 3>pBS-0631b05, 



WO 02/20603 



PCT/CNOl/01120 



Primer 1: 5'- GGGGGCAATGAGGGGGCAGTGGAG-3' (SEQ ID NO: 3) 
Primer2: 5 ATTTCCTACCTTTTG ACATATATA- 3 ' (SEQ ID NO: 4) 
Primerl^i-fSEQ ID NO: l6*|5'^^lbp^^IE^^^; 
Primer2^SEQ ID NO: lift + WlHR.faftfl. 
' rJt^Att*#: *50nlW^*«+^*50imol/L KCl,10mmol/L Tris- 
Cl, (pH8. 5) , 1. 5mmol/L MgCl 2 , 200 \i mol/L dNTP, 10pmol«> lU^Taq DNA^ 
m (Clontoch^fl r ft) . £PE9600S)DNA&«& (Perkin-Elmer^) Jl$T?'J^ 
##J[25>M3#: 94°C30sec; 55°C 30sec; 72°C 2min 0 &RTHPCR#IW£ P -act in 

*8H***£**lpCR*fc-t (Invitrogen^/^) . DMA* «PCR 
j^l^DNA^J-^SEQ ID H0:l^f#^l-H61bp^^l^. 

$Jfc#3: Northern ^**^*A*»*ii?4*625. 08*H«*4: 
/8-^&&#&RNA[Anal. Biochem 1987, 162, 156-159]. 

ff#4M#*#.*fc-25i^**tt, 0. 2UZ>m ( PH4. 0 ) 

fttti*fe£, *»A#pm ( o. 8ft#) #tt»*#f*»fc#a|RNAKfc. # 

#«RNAMJS70%£I|&&, $20 ng RNA, &^20mM 3- (N- 

«^#^.) W##*(pH7.0) -SmMZ^-lmM BDTA-2. 2Mff£ftl. 2%##**Mfc-fcil 
tffc*. *£*#S**fr***-t. ^«- 32p dATPM»5l#/^fJ4 32 P-W 

tffl(144bp£830bp). #32P-#ft#J$4t (^2xl0 6 cpm/ml) J^fTRNAMt 
iflM^MtfW^iit, ***^5Wf «-25mM KH 2 P0 4 (pH7.4) 
-5xSSC-5xDenhardt's«^200 ng/mlMDNA. #«&1*SSC- 
0. l%SDS + ^-55°C^30min. JflPhosphor Imager3fc*T^Mfr#»£J:. 
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Primer 3: 5'-CATGCTAGCATGTTAAGACCTCTGATCACTAGA -3* (Seq ID No: 5 ) 
Primer4: 5'-CATGGATCCCTAGGATGAGCCCACTCCTCCCCT-3' (Seq ID No: 6 ) 

fa3'$6*jH*$# NdeI^BamHm^^^^-f*^t^tpET-28b (+) (Novagen 
^^ft, Cat.Ho. 69865. 3)±WitlMtrt-WHrta:^. tt*HttpBS- 
0631b05#Jfc*tt£. $^PCR&#. POUUfc***: &ft$50 u 1 4^pBS-0631b05 
HlfclOpg, ||^Primer-3jfPPrimer-4^J^10pmoK Advantage polymerase Mix 
(Clontooh^^ft ) 1M. 94°C 20s,60°C 30s, 68°C 2 min, #25^ 

ff 3f. j^Ndel^BamHI^'J^r^^^^^^PET^S (+) ^WM^, M\ © ^Ait 

(«&30ug/ml) ^jLB^«#«jt, /SlT*PCR;frS**iiRltt*Hfc, #&4r 
$3#. %llkftn&lkW l &%fe (pET-0631b05) MM,fo%%$'g.M&&fo*%0- 
#^BL21(DE3)plySs(Novagen^fg/ c &). (&*&30|i g/ml ) ^LB 

^i#BL21 ( P ET-0631b05) ^37°CJ##S^^-fe^> i/PAIPTG 
E^«lmmol/L, *^*#5^Bt. i^'fcftlM^ £&^iMt*f, apfctfclU:*. 
Ri!L-%6 + IB.1&, l & (6His-Tag) fffa>i#&His. Bind Quick Cartridge 

( Novagen^ &fi«> #3l T @ tt&fc A^«^^6 25. 08. 

£SDS-PAGBfe&, £lOU)a&#Sl|- + --tt*t (BI2) . #$«&#£PVDF$| 
Ji^BdaM^^ft^H-JlftjfeflMP^^*. £^N-$15^«i^SEQ ID NO: 2 

#;A^m*^^-625.08^^^ 

«#&^J*-fiL (PB^«^* ) ^J*T*A*JW#4*625. 08##'|i^#M: 
NH2-Met-Leu-Arg-Pro-Leu-Ile-Thr-Arg-Ser-Pro-Ala-Ser-Pro-Leu-Asn- 

C00H (SEQ ID NO: 7). 

Avrameas,et al. Immunochemistry, 1969; 6: 43. ffl 4mg±.^.M^.^: 6 

+^*AlgG. ##^^^^#,^^^Sepharose4B^_t, J«jfP,£« IgG 
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25. 08^. 

J«, *«**^^^H*»WjE#ft«**iafiftW*Hft* cDNA **** 

>MafcWttBtt*A*jfc«tt#*#* SEQ ID NO: 1 tftifclB^tt*** 

#*#a*#H*tt##**#*l. HM**^*^***^**' Southern t£ 
Northern ***3fP*.^^r*#. 

#. **jfc«^^**»Att**^('*«tt*^^**W«ilt), Gift** 

A^^+jfcHiW^tt^SBQ ID NO: 1 ^H^Sl^*** *>t&; 
#£3P^*£ B^^#^«SBQ ID NO: 1 

JM#«fc****SBQ ID NO: 1 +^#««^^#^^»> 

2, Gc^t^j 3o%-70%, &&J|#4WH4#***'; 

*»i«^JW-5#**UMfc* (BP SEQ ID NO: 1) 

*tt 1 (probel), H-HT-IMttN SEQ ID NO: 1 «*H^ft*^ 
|^«S#(41Nt): 

5'-TGTTAAGACCTCTGATCACTAGATCCCCTGCATCTCCACTG-3' (SEQ ID NO: 8) 

2 (probe2), JS^~H&#, #Sf- SEQ ID NO: 1 tt*0#ft 
^SMtW^^J (41Nt): 

5--TGTTAAGACCTCTGATCACTCGATCCCCTGCATCTCCACTG-3' (SEQ ID NO: 9) 
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DNA PROBES G. H. Keller; M.M.Manak; Stockton Press, 1989 (USA) \>XK^-% 

nm^x^m^nm^ "98 *w 

(pbs) AWM*. J8#;a*^*;0*ft*ttJ***fc. 2) 

K IGOOg ftft*f#fi* 10 £#. 3) ( 0. 25raol/L f H; 25mmol/L 

Tris-HCl,pH7.5; 25mmol/LnaCl; 25mmol/L MgCl 2 ) ( A^J 10ml/g ). 4) 

& 4°c fflfe#4JU^£44&ft***» 5) lOOOg 

10^#. 6)^t*l9*^(#0.1g**;^#ft*l-5"l)» ff^iowg*^ 
10&#. 7) /|=!#$^&t*K& (#0.1g**lftlR#&^lml), &Jt#BTF 

2, DNA 

1) /8 l-10ml * PBS lOOOg 10 2) 

«t#«#J« (lxlO»4BJ!fe/ml) *^>fi^ lOOul ft***! 1 *. 3) > SDS 

i%, **£m*&Jfei:ttt sds &m%l4t 

4) K S^Jfeift 200ug/ml. 5) 50°C 1 >Mtf#£ 37°C 

«. 6)^^fMi**: #«( 25: 24: 1 ) + * 

#«(24: *i&10£#. 9) ^DNA 

3, DNA^^5fPZi#K3fe 

1 ) # 1/10 2mol/L 2 flF##* 100%Z,*;M DNA 

+, a*.- ^-2o°c i 2) io 3) 4^$tmm 

ZM. 4) ffi 70%^z,a| sooul 5 5) 

Jfl 500ul &*5^#. 6) /^!«J&$ajLSl, 

Jiflfcfoabfrz.***. 10-15 

?) TE DNA ftjfe. fcifcjB 

|W|««^TE, *«DHA*^**f. #l"5xl0 6 « 

QtT* 8-13#^M-f^It*^^» M^TJDIMMt* 14 
8 ) # RNA 9| A j|PS| DNA Mt» lOOug/ml, 37°C 30 9 ) > 

ASDS»6@|K, 0.5%3MOOug/al. 37°C « 30 10) M 

*-fir: < 25: 24: X) ** 10 £#. ID * 

%m (24: 1) 10 12) 

m n #ib**. *» i/i° 2raol / L ^t^^ 2 - 5 ^a-2o°c i 

>Mtf. 13) Jfl 70%Z J H# ioo%l8|«7%j£, t*tt*. 3- 

6 jfr*. 14 ) g|& A 260 #P A 280 ^tl DNA ft&tt/ 1 ^. 15 ) ^*^#*-f-2lTC. 
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1) * 4x2MI^^W*I (NC JO, ^****Jift*#iBA# 

2) «&;«^15», ,&f-#$tt> ^tft+fc-f. 

3 ) 0. Imol/LNaOH, 1. 5raol/LNaCl ttHUU: 5 ^HM )> ^Tfi 
■Ffcjfijfr 0. 5mol/L Tris-HCl (pH7.0), 3mol/LNaCl WH^Ji 5 ( W*), # 

1 ) 3 n lProbe ( 0. 10D/10 H 1 ), iff \ 2 n IKinase 8-10 uCi y- 32 P-dATP+2U 
Kinase, # 20 n 1. 

2) 37'C #fi2/hltf, 

3) fa l/5##tt*#ft#**l (BPB). 

4) iiSephadex G-50&. 

5 ) 32 P-Probe ftfltf fffcfc**-* ( ^ Monitor JBL«I ). 

6) 5 j*/f , ^ 10-15 f. 

8) *#*-*Mfc**J£**flr»*l** 32 P-Probe ( #-.)>Mj My- 32 P" 
dATP ). 

, , , 

+ »>A 3-1 Omg lOxDenhardfs; 6xSSC, 0. lmg/ml 

CT DNA (^IWfcDNA). >> W^*^' 68°C 2 ;Mtf. 

**: 
1 

2 ) 2xSSC, 0. 1%SDS + , 40°C & 15 ( 2 & ). 

3) 0.1xSSC, O.iy 0 SDS+, 40°C&15## (2&). 

4) 0.1xSSC, 0.1%SDS+, 55 o C&30^# (2&), IMf. 

1) ^.aj e.jfe&#tt#J*. 

2) 2xSSC, 0.1KSDS+, 37°C&15^# (2&). 

3 ) 0. lxSSC, 0. 1SSDS t , 37°C & 15 ( 2 ). 

4) O.lxSSC, -0.1XSDS t, 40°C^15^# (2&), Sftfc-f. 

-70°c, x-^HM (JE^#R*#****#tt»«W^>' 
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S&jfe-jHl 7 DNA Microarray 



(DNA Microarray) *@ tft^H***** 1 **!*? 

dna ^«@^jt«^f-^«^^«@^t; 
**H#flft#********H; 

*P^#$XM DeRisi, J. L. , Lyer, V. Brown, P. 0. 
(1997) Science278, 680-686. Holle, R. A. , Schema, M. , Chai, A. , Shalom, D. , 

(1997) PNAS 94: 2150-2155. 

(-) m 

jMt^Htt^-fc cDNA #i+ 4000 DNA, 

#^^ja*at pcr &#r*i> ttfttfftr*/**^****** 

500ng/ul m Cartesian 7500 ,£##.()$ H MM Cartesian &3)A-f*# 

A^^RWJE** 280 nm„ #A#tftt*tf*tf*** f** 

1. J|iaJf*+^4^N-; 

2. 0. 2%SDS 1 

3. • ddH 2 0«jf&, #^Cl^#; 

4. NaBH 4 ^(^5^#; 

5. 95°C^K+2^#; 

6. 0. 2%SDS 1 

7. ddH 2 CO+W#; 

( - ) 

ft£ mRNA, Oligotex mRNA Midi KitOfcg QiaGen &fl)*Mfc mRNA, itit^ 
# # Cy 3dUTP (5-Am ino-propar gy 1 -2- -deoxyur i d ine 5- -t r i pha t e 

coupled to Cy3 fluorescent dye, j$ £ Amersham Phamacia Biotech #iS 



WO 02/20603 PCT/CNOl/01120 

AfMt^&SRtt mRNA, Mftjt&M Cy5dUTP(5-Amino-propargyl-2-deoxyuridine 
5-triphato coupled to Cy5 fluorescent dye, $f| Amershara Phamacia Biotech 

5 Schena, 

M. , Shalon, D. , Heller, R. (1996) Proc. Natl. Acad. Sci. USA. Vol. 93: 10614- 
10619.Schena,M.,Shalon,Dari.,Davis,R.W. (1995) Science. 270. (20) : 467-480. 

# J: W# & ft iMf IMHyb™ Hybridization 

10 Solution^ TeleChem + 16 >M*h (1* 

SSC, 0. 2%SDS ) ScanArray 3000 ( # g MIS General Scanning A 

ill ) &fr&#, ^P@ll Imagene&# ( UK Biodiscovery ^ ) 
^#^hm, #lH#>HfcttCy3/Cy5 ttsfc. 

15 Bcv304^», LPS+ftBcv304&fl&#J|«, JEf lfcit3jB&1024NC, Fibroblast, 
£-fcB •?"#]*, 1024NT, ^«fc^-fe@«J^, 1013HT, fcfc/*fc*fl H 
•J-JbJ*, 1013HC, j§Jtt^#irtEJ, J»tt** ff** /ff**lft*^ 

M> t^JM^ ^M. fill. W^18>hCy3/Cy5tk^{B«®. 

20 iMWMBfc. 

IfrJiJft^jfe* AJMpS. hiv 

*0L**£<Mr& (TR0P0M0DULIN) f&*£A&iL# + lfe*W» fcTT&'fr* 

is 
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5*M#3H-fc> Monckeberg ^Mft, 

i^Illi 

= £*Jfc* 

Ute'^itit, |H4^^5±ft, > sss, 

T * ft* am* 

25. 08 *ffrfl**A*Jfc*#**6 25.08 #&JBjfc 

ft&84fr«HNTF, *Tl*L##*M*ikUlJII«^*flr6 25. 08 ft 

iwj^#i&^Ai«^M& 25.08 

AffJMU*4*6 25.08 ti#^4d&#tf&tbtttt£. 
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ttft&ftlftg. AJ*0!»#&<££-6 25. 08 W^tt*I^^^A*/III.*^^*6 

25.08 rtfcflflfc^tttt;*^ **4j##tttt»tttf£ 

£#ifc#*#ft#Jttft44*fftl"» ^ttWA|EJIIl*#^*6 25. 08 ^pA£#/ 
5 £*r*&+, ■€4tJ<A4b*4l»^AIJW'*#**6 25. 08 *#*fci:Wfc£tt 

AiB*#*lt*^W5t#^*^*^*. ft^A*JW.*^*6 25.08 
74WA*«.****6 25.08 atJfe4jt*4a#(^R-f): 

**«Hfcfr. fc^ttfc* JMItt*. Fab tf&ft Fab &&X#F 

15 ^IIW4M)iiAIWtH^ 25. 08 i*ft*A&^f#r <*»* 
A, A&#) ##£#W/flf-*»A&RJfc» 4a#fe^R 

«4A*m.^^*6 25.08 %%-%fe$ t frib&*&&fe. : Z } !k 

-f ^^^(Kohler and Milstein. Nature.1975, 256: 495-497), = 

20 ttfc-^Mfcfc^fl&tftttt*^ (Morrison et al , PNAS, 1985, 81: 6851) . ME, 

(U.S. Pat No. 4946778) 4 HT^f-^^Ai^M^^ 

5-6 25. 08 ft 

flA*l.****6 25.08 Vi&KmMfiL&Mto****' 

#*H a WA*jm.*^*6 , 25. 08. 

25 J^A*IH*^^*6 25.08 it^W#.Att:*fc*'&' 5 9'^**'ttH^*^' 

30 k£$#) -***W3Sr**«*****l*' spdp, ^c*^^#, 

J»l3*^4*6 25. 08 PB'|4ftifflJI&. 
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*$LW*%&frVM?%ft&1l&$^*M%4-** 25.08 
ft. ^f*S**Wttfr^WJM**Bl*Ali»i*^*6 25. 08 

£I^lbkMC#0r&*>tt. fish ^+^f 

*jlttA*JMt4M-»6 25. 08 ^Kfl#fc#A*/PL##£*& 25.08 

.*^ft*ft + Wl:* < tt^-f**A*/W.*^*6 25..08 *ffU9tt*ft. 
If. 

4MA*JluMir4*6 25. 08 Btt. 
tf##if/fl^fctf *^A*JM*£*6 25. 08 »**3fe**#/*#tt*3fe^f 
&ti4aflfc#£« Jfc**f5***. *ft«r*H5&^*#«pft#**)^*ih^ 
f^*&*#ttA#JIL*&'Mr& 25. 08, MtfttflfcttttA*!)!.*^** 

25.08 «P, -#£#&A|iJM^g-6 25.08 T?T 

Tflr^#^5&ifeJ*WA*m*#^flr6 25.08, A^Tfctt***^. 

HjBsmaWJfeH^^^^-f^ffA^JW.**^*^ 25.08 

****tt**J?f*«r*ft. bUTti** *ft#* 

25.08 ft£g#*##£d9fifcft. #**tlWA*JIUM(F**& 25.08 ft£ 
tttftWftftft^^-frW^r^je.^ B**M(Sa«brook,ot al.). % MM 

^AIWt^6 25. 08 

#^AIM^I-^ 25. 08 mRNA &!%&#&(&%RX RNA $i DNA) 1>A& 

mk&kkmmz-h. rna rna ^ 

RNA ft DNA *TJ| RNA A DNA ^HlM 

*t»fft#*-A*'frJ**##««l4t*BrftJft«. AX RNA ^iTdtit*«Sr 
ft RNA ft DNA D»A E,*^H|«#» RNA 
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«^A*Ht**^»6 25. 08 tt#***^'3 t J|AHJIl*Jif'Hr6 25. 08 

tt*&fcfctt**f. *MA*JW.*MM*& 25. 08 WfcOTWB^MIA* 

JM#4*6 25.08 tt*it5«£**M*TA*JM£4*& 25.08 

t*afe. *i«^A*m*iir^*6 25. os $ dna #*jTU8f^fcfc#*$4r# 

A*JMfc#^*G 25. 08 Southern 
Northern &£&*;frfc#AAffttJ*i&#rt» 

&&&?J(Microarray)$ DNA )-t» fl^^MN&fct 

*Btt£##3^Hfr*»*0*<K. flAE/M^Sl*! 25. 08 4*^^51**^ 
m-*^^J&0lT-PCR)#^r**^**A*iW.*^r^*6 25. 08 

tealAtfJMU^S-6 25.08 *H«r^*-&T«r^ : f^*fA*/lll.*4ir^*6 

25.08 AJEJMUfr-Mrgi 25. 08 JE#»^SA 
*JMt&-Mr& 25.08 DNA 

#t#. "^JB &#6*!&;Mp Southern DNA i^'J^HN PCR 

3 *£#"fq"fl&#$#6 IS jfcfl Northern Western 

«t^> McDNA|iJ#PCR?|^(^^15-35bp), 
#Jl. #*S5l#r^^PCR*5fe^*A*'fe#«f#.l8lfc*^iHlfc. * 

^ip^w^^^it^A^s^^^ife^^r^^^^. 

cDNA#. 
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*&&fi L Jfe'fe#-&#. #J*LVerma#, Human Chromosomes: a 

Manual of Basic Techniques, Pergamon Press, New York (1988), 

^^liStl^^t. HFJaf-^J^, V.Mckusick,Mendelian 

Inheritance in Man ( it at Johns Hopkins University Welch Medical 
Libiary*#l&#) . Mfc^MUmfrtt' « 

fl^Wttfc/iifc^&Jft^. 

AT, AII#M^ 25. 08 K***^* 1 /** 

»*fttt£J&£tt**l&-*. Jfc^-fA#«rA*»*#^*6 25.08 ft***! 
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1, -#fr*fc#K-A***#**6 25. 08, *4WE*-f64l^*: SEQ ID 

tJf^iJ^Jg SEQ ID N0:2#f^$#lrt# 95K$ftefl&. 
• 3, Jpfcfl**. 2 #f«#Jfo, #4*4E&f" , 64S4-A* SEQ ID NO: 2 0r*tt#, 

10 (a) SEQ ID NO: 2 Jff****#mA^tt*#/tft* ^ 

(b) (a) A 

(c) 4 (a) * (b) 70lMBMttW^*#*. 

15 SEQ ID NO^Jff^tUfcfc/Mft^tt**. 

6,**H5# 4 tfafctt#*^*,#4WE£-F ^3fc###*W^^4a^* seq id 

N0:1 4> 144-830 ####|* SEQ ID NO: 1 t 1-1161 
20 ft. 

(a) ffl^Jft7M^il«MM^I ! ^±«; * 

(b) flfcflS* 4-6 +Wtf-*tfl**^f*^##*#ft***W#±*l 

25 Jfe. 

9, -jftA*AJ?Hl*^^*6 25.08 %&lt!0lktilH4k'**> *#<E*^J?f 
(a) £jfeifcA#/Ml£^*& 25 - 08 *#"F. *#*lfll**8^WXS4fc 

30 (b) A##4lr + ^*iti**A*m*iif^*6 25. 08 »ttW^ft. 

10, -tl^M^^^M ) *»fM^MIUIHMM^ 

25. 08 ttJM&g<6»ttttft. 
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#tt*#*|A*flL*4jr^«-6 25. 08 tt$£ttft<Hfr. 

12, **tJfi|JS* 11 0r$ttfc£4fr, JMWSE^f-fcA SBQ ID N0:1 #r*tt## 

13, -tfjMI** ii ^^-f^f^^t^^tA 

25. 08 fM*fc£tt;fr5fc. 

14, -^&««'JM 1-3 +^ft-^**J?f4&^lit#^Wft**^* 

is, WlJli 1-3 + ttfc-fcfl3MUtf$#0tttfitf . 
#AA*JH**^*6 25.08 fttttt*, lUtol, &&M#WJ; 

16, frfcflse* 4-6 + ttfcHM*JMUff*tttf*^*-ttJfc/S» 

n, *Pfc#|** 1-6 A ii + Wft--fcfl**0fafctt#fl^ ^##**ft^4fe 

25. 08 

is, 1-6 X ii +ttfc-fc#m#0f3£tt#jft* #**<*fli^4feft 



25 



WO 02/20603 



PCT/CN01/01120 




1/1 
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ft n * 

(1) -***: 
(iii)^^»Jt@:9 

(2) SEQ ID NO: rfttfA: 

(A) -fe£: llfilbp 

(B) ^3L: #* 
(Oft ft: ^ft 

(ii)^f-H^: cDNA 

(xi)##|i§i£: SEQ ID N0:1: 
- 1 GGGGGCAATGAGGGGGCAGTGGAGGGGGCACTACTCCTCGGGCATTGCCTAGAGAAGCGA 

61 GACCGTCCCGCCCTCCCGCTGGCCCTCCTTCTCTCCCGCCCGGGGCCCGCGCAATTCTCC 

121 GCCAGAGGGACAGTCGGCCTCATATGTTAAGACCTCTGATCACTAGATCCCCTGCATCTC 

181 CACTGAACAACCAAGGCACCCCTACTCCGGCACAACTCACAAAATCCAATGCGCATGTCC 

241 ACACTGATGTGGGCAGCCACATGTACACCAGCAGCCTGGCCACCCTCACCAAATACCCTG 

301 TATCCAGAATCAGAAGACTTTGTGATGGTACAGAGCCCATAGTTTTGGACAGTCTCAAAC 

361 AGCACTATTTCACTGACAGAGATGGACAGATGTTCAGATATATCTTGAATTTTCTACGAA 

421 CATCCAAACTCCTCATTCTTGATGATTTCAAGGACTACACTTTGTTATATGAAGAGGCAA 

481 AATATTTTCAGCTTCAGCCCATGTTGTTGGAGATGGAAAGATGGAAGCAGGACAGAGAAA 

541 CTGGTCGCTTTTCAAGACCCTGTGAGTGCCTTGTTGTTTGTGTGGCCCCAGACCTCAGAG 

601 AAAGGATCACGCTAAGTGGTGACAAATCCTTGGTAGAAGAAGTGTTTCCAGAGATCGGCG 

6 6 1 ATGTGATGTGCAACTTTATCAGTGCAGGCTGG AATCATGACTCCACGCACATCGTC AGGT 
721 TTCCACTAAGTGGCTACTGTCACCTCAACTCAGTCCAGGTCCTCGAGAGGTTGCAGCAAA 

7 8 1 G AGG ATTTGAAATCGTGGGCTCCTGTAGGGGAGGAGTGGGCTCATCCTAGTTCAGC AAAT 
841 ACGTCCTTCATAGGGAACTGAGGCGGATGCCCTCCCGTACCCTCCATCATCTGGATAAAG 
9 0 1 CAAGAGCCTCTGGACTAAACGGACATATTTCTTATGCAAAAAGGAAAACACACACAACTA 
9 6 1 ATAAACAAATAATAAAAAAGGGACATTTGTGTGCAGTTGGGACAGAAAACCAAGTCCTGC 

1021 ACCTAAAATTGAATAAAAGATGCATTTATATGCAATAGAGACCACACCTGTATTCATATG 
1081 GGAACAATTGGAATAGTGATATCCTCAAGGTG AAAAAAAAAAAAATATATATATATATAT 
1141 ATATGTCAAAAGGTAGGAAAT 
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• (3) SEQ ID NO: 2#4t&: 

(i)#*HWE: 
(A)-fc]fc:. 228^#,« 

5 (B)*S: 4LM 



(D)«b£$: m 
(xi)##|$3£: SEQ ID NO: 2: 





1 Met 


Leu 


Arg 


Pro 


Leu 


He 


Thr 


Arg 


Ser 


Pro 


Ala 


Ser 


Pro 


Leu 


Asn 


10 


16 Asn 


Gin 


Glv 


Thr 


Pro 


Thr 


Pro 


Ala 


Gin 


Leu 


Thr 


Lys 


Ser 


Asn 


Ala 




31 His 


Val 


His 


Thr 


Asd 


Val 


Gly 


Ser 


His 


Met 


Tyr 


Thr 


Ser 


Ser 


Leu 




46 Ala 


inr 


Leu 


1 nr 


Lys 


Tyr 


D-rn 

rro 


vai 


oer 


Arg 


lie 


A r o 




r pit 


Pv<! 
V/Jr i> 




61 Asp 


Gly 


Thr 


Glu 


Pro 


He 


Val 


Leu 


Asp 


Ser 


Leu 


Lys 


Gin 


His 


Tyr 




76 Phe 


Thr 


Asp 


Arg 


Asp 


Gly 


Gin 


Met 


Phe 


Arg 


Tyr 


He 


Leu 


Asn 


Phe 


15 


91 Leu 


Arg 


Thr 


Ser 


Lys 


Leu 


Leu 


He 


Leu 


Asp 


Asp 


Phe 


Lys 


Asp 


Tyr 




106 Thr 


Leu 


Leu 


Tyr 


Glu 


Glu 


Ala 


Lys 


Tyr 


Phe 


Gin 


Leu 


Gin 


Pro 


Met 




121 Leu 


Leu 


Glu 


Met 


Glu 


Arg 


Trp 


Lys 


Gin 


Asp 


Arg 


Glu 


Thr 


Gly 


Arg 




136 Phe 


Ser 


Arg 


Pro 


Cys 


Glu 


Cys 


Leu 


Val 


Val 


Cys 


Val 


Ala 


Pro 


Asp 




151 Leu 


Arg 


Glu 


Arg 


lie 


Thr 


Leu 


Ser 


Gly 


Asp 


Lys 


Ser 


Leu 


Val 


Glu 


20 


166 Glu 


Val 


Phe 


Pro 


Glu 


He 


Gly 


Asp 


Val 


Met 


Cys 


Asn 


Phe 


He 


Ser 




181 Ala 


Gly 


Trp 


Asn 


His 


Asp 


Ser 


Thr 


His 


He 


Val 


Arg 


Phe 


Pro 


Leu 




196 Ser 


Gly 


Tyr 


Cys 


His 


Leu 


Asn 


Ser 


Val 


Gin 


Val 


Leu 


Glu 


Arg 


Leu 




211 Gin 


Gin 


Arg 


Gly 


Phe 


Glu 


He 


Val 


Gly 


Ser 


Cys 


Arg 


Gly 


Gly 


Val 




226 Gly 


Ser 


Ser 
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(4) SEQ ID NO: 3fttir<& 

(i) #*l#*E 
(A)-fc£: 24« 

30 (Otett: 

a»£4HJF#: « 

(ii) ^HHISl: 

(xO##l#3£: SBQ ID NO: 3: 
GGGGGCAATGAGGGGGCAGTGGAG 24 
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(B)£g: 

(xi)##|$a£: SBQ ID NO: 7: 
Met-Leu-Arg-Pro-Leu-Ile-Thr-Arg-Ser-Pro-Ala-Ser-Pro-Leu-Asn 
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(9) SBQ ID NO: 8ftttA 
(i)#*HME 

10 (A)-fe£: 4: 

CB)&&: 

15 (xi) SBQ ID NO : 8: 

TGTTAAGACCTCTGATCACTAGATCCCCTGCATCTCCACTG 

(10) SEQ ID NO: 9 ft ft A 

20 (B)HSl: « 

(Ottfe: +*t 
(D)^#^: ft£ 

(li)^f-*Sl: 
(xi)/f ?'J$i£: SEQ ID NO : 9: 
25 TGTTAAGACCTCTGATCACTCGATCCCCTGCATCTCCACTG 
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